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Inih^ciaims 

Claims 1-179 (Canceled). 

Claim 180 (Currently Amended): A method of identifying crystalline sails of a small 
mok'culc pharmaceutical using a system comprising a scries of integrated modules, or workstations, 
comprising: 

(a) preparing and identifying an array of at least 96 samples in tubes and support plates or 
in sample well plates using an automated dispensing apparatus directed by a work list 
generated by formulation software, said work list allowing a file to be used as a process 
command rather than discrete programmed steps,„and dispensing components into sample 
tubes or sample wells with a sample generation module, wherein each sample contains less 
than about 100 milligrams of said small molecule pharmaceutical, and each sample differs 
with respect to al least one of: 

(i) the amount or concentration of the small molecule pharmaceutical; 

(ii) an identity of one or more of a solvent, acid or base; or 

(iii) an amount or concentration of one or more of a solvent, acid or base; 

(b) scaling said samples; 

(c) processing said samples comprising heating said samples in a sample incubation 
i nodule to a temporal ure (Tl ), analyzing said samples for the presence of undissolved sol ids 
using visual analysis, cooling said samples to a final temperature (T2), wherein at least one of 
the processed samples comprises a crystalline salt form of the small molecule 
pharmaceutical; 

(d) analyzing the processed array of samples comprising detecting crystalline solid 
formation in said samples using visual analysis, measuring a property for each crystalline 
solid and using the results of said measuring to group samEJc^crm^ 

salt polymorphs, hydrates and solvates that belong to the same crystal family-usiflg 
informatics. 
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Claim 181 (Currently Amended): The method of claim 180, comprising the further 
spj^itpscopk of at least one representative of each dyslal family 

;ind any orphan crystals. 

Claim 1 82 (Previously Presented): The method of claim 1 80, comprising the addition of said 
samples to lubes in a support plate. 

Claim 183 (Previously Presented): The method of claim 182, wherein said tubes arc glass 
tubes and said support plate is a metal support plate. 

Claim 184 (Previously Presented): The method of claim 1 82. comprising scaling said lubes 
with a cap, 

Claim 18S (Withdrawn): The method of claim 180, wherein said array comprises at least 
1000 samples. 

Claim 186 (Canceled): 

Claim 187 (Previously Presented): The method of claim 180, comprising the dispensing of 
components by a liquid handling system with pipette tips having septum-piercing capability. 

Claim 1 88 (Previously Presented): The method of claim 1 80, wherein said sample contains 
less than 1 milligram of said small molecule pharmaceutical. 

Claim 189 (Canceled). 
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Claim 190 (Previously Presented): The method of claim 180, wherein said processing further 
comprises the quenching of the crystallization process by removing solvent from the samples. 

Claim 191 (Previously Presented): The method of claim 180, wherein said processing further 
comprises sulding a non-solvent to said samples. 

Claim 192 (Previously Presented): The method of claim 180, wherein said processing further 
comprises evaporating solvent from said samples. 

Claim 193 (Previously Presented): The method of claim 184, comprising the piercing of said 
cap mid aspiration of fluid from said samples. 

Claim 194 (Withdrawn): The method of claim 180, comprising analyzing said array of 
samples with a polarized light filler apparatus. 

Claim 195 (Withdrawn): The method of claim 180, wherein the small molecule 
pharmaceutical has previously evaded crystallization. 

Claim 1 96 (Withdrawn): The method of claim 1 80, wherein the crystalline salt identified in 
said processed samples is an additional polymorph of small molecule pharmaceutical previously 
known as n moiiomnrpluc compound. 

Claim 197 (Wi Ihdrawn): The method of chum 1 80, wherein said visual analysis is used as a 
filtci ing means to reduce the numbers of samples that will ultimately undergo in-depth analysis. 

Claim 198 (Previously Presented): The method of claim 1 80, wherein said grouped samples 
comprise a category selected from the group consisting of: a) samples containing no precipitate; b) 
samples with a single polymorph; c) samples with a polymorph mixture; d) samples with amorphous 
forms of said small molecule pharmaceutical; and e) samples with mixtures of categories b-d. 
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Claim 1 99 (Previously Presented): The method of claim 1 80, further comprising analyzing 
said wimples for at least one additional property, wherein said property is a chemical, structural or 
physical properly, 

Claim 200 (Previously Presented): The method of claim 180, wherein said small molecule 
pharmaceutical is a known compound. 

Claim 201 (Withdrawn): 'ITie mcdiod of claim 180, wherein said small molecule 
pharmaceutical is an unknown compound. 

Claim 202 (Withdrawn): The mothod of claim 1 80, wherein said array comprises at least 1 
sub-array. 

Claim 203 (Withdrawn): The method of claim 1 80, wherein said array comprises at least 1 
sub-array wiih at least 24 samples. 

Claim 204 (Previously Presented): The method of claim 1 80, wheroi nan individual sample 
within said array is subjected to processing methods that are different from the processing methods 
to which another sample is subjected. 

Claim 205 (Withdrawn): The method of claim 204, wherein said individual sample is 
subjected to processing methods comprising adjusting the solvent rcmovul rate. 

Claim 206 (Withdrawn): The method of claim 204, wherein said individual sample is 
subjected to processing methods comprising introducing annexation event. 

Claim 207 (Previously Presented): The method of 0131111204, wherein said individual sample 
is subjected to processing methods comprising adding one or more additional components. 



PAGE 6^23 ' RCVD AT 1/11/2006 4:49:32 PM [Eastern Standard Time] 1 SVR:USPTO-EFXRF-6/25 1 DN!S:2738300 1 CSID:3523725800 * DURATION (mm-ss):0642 



JAN-11-06 WED 04:51 Ptl SALIWANCHIK LLOYD 



FAX NO. 3523725800 



P. 07 



6 Docket No. TPI-T20OXC1 
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Claim 208 (Withdrawn): The method of claim 204, wherein said individual sample is 
subjected to processing methods comprising introducing a precipitation event. 

Claim 209 (Withdrawn): The method of claim 204, wherein said individual sample is 
subjected to processing methods comprising adjusting the solvent composition. 

Claim 210 (Withdrawn): The method of claim 204, wherein said individual sample is 
subjected to processing methods comprising adjusting or controlling evaporation of the solvent. 

Claim 211 (Withdrawn): The method of claim 204, wherein said individual sample is 
subjected to processing methods comprising adding a non-solvent. 

Claim 2 12 (Withdrawn): The method of claim 1 80, wherein said array comprises sub-arrays, 
and wherein an individual sample within a sub-array is subjected to processing methods that are 
different from Die processing methods to which another sample within the sub-array is subjected. 

Claim 213 (Withdrawn): The method of claim 212, wherein said individual sample is 
subjected lo processing methods comprising adjusting the solvent removal rate. 

Claim 214 (Withdrawn); The method of claim 212, wherein said individual sample is 
subjected to processing methods comprising introducing a nuclcatjon event. 

Clnim 215 (Withdrawn): The method of claim 212, wherein said individual sample is 
subjected to processing methods comprising adding one or more additional components. 

Claim 216 (Withdrawn): The method of claim 212, wherein said individual sample is 
subjected to processing methods comprising introducing a precipitation event. 
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Claim 217 (Withdrawn): The method of claim 212, wherein said individual sample is 
subjected to processing methods comprising adjusting the solvent composition. 

Claim 218 (Withdrawn): The method of claim 212, wherein said individual sample is 
subjected to processing methods comprising adjusting or controlling evaporation of the solvent. 

Claim 219 (Withdrawn): The method of claim 212, wherein said individual sample is 
subjected to processing methods comprising adding a non-solvent. 

Claim 220 (Withdrawn): The method of claim 1 80, wherein said array comprises sub-arrays, 
and wherein an individual sub-array is subjected to processing methods that are different from the 
processing methods to which another sub-array is subjected. 



Claim 221 (Withdrawn): The method of claim 220. wherein said individual sub-array 
subjected to processing methods comprising adjusting the solvent removal rate. 



is 



Claim 222 (Withdrawn): The method of claim 220, wherein said individual sub-array is 
subjected (o processing methods comprising introducing a nuclcation event. 

Claim 223 (Withdrawn): The method of claim 220, wherein said individual sub-array is 
subjected lo processing methods comprising adding one or more additional components. 

Claim 224 (Withdrawn): The method of claim 220, wherein said individual sub-array is 
subjected to processing methods comprising introducing a precipitation event. 

Claim 225 (Withdrawn): The method of claim 220, wherein said individual sub-array is 
subjected lo processing methods comprising adjusting the solvent composition. 
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Serial No. 09/756,092 

Claim 226 (Withdrawn); The method of claim 220, wherein said individual sub-array is 
subjected lo processing methods comprising adjusting or controlling evaporation of the solvent. 

Claim 227 (Withdrawn): The method of claim 220, wherein said individual sub-array is 
subjected to processing methods comprising adding a non-solvent. 

Claim 228 (Previously Presented): The method of claim 180, wherein said smalt molecule 
pharmaceutical has a molecular weight less than about 1000 g/mol. 

Claim 229 (Canceled). 

Claim 230 (Previously Presented): The method of claim 180, wherein the amount of said 
small molecule pharmaceutical in each sample is less than about 100 micrograms. 

Claim 23 1 (Previously Presented): The method of claim 180, wherein Ihe amount of said 
small molecule pharmaceutical in each sample is less than about 100 nanograms. 

Claim 232 (Previously Presented): The method of claim 180, wherein the total volume of 
each sample is between 100-250 }.tl. 

Claim 233 (Previously Presented): The method of claim 184, wherein said cap can be 
pierced with a standard syringe needle and fluid aspirated through the syringe lip to remove solvent 
from the sample. 

Claim 234 (Previously Presented): The method of claim 1 80, wherein one or more samples 
differ from one or more other samples with respect to the amount or concentration of the small 
molecule pharmaceutical. 
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Claim 235 (Previously Presented): The method of claim 1 80, wherein one or more samples 
differ from one or more other samples with respect to the identity of one or more of a solvent. 

Claim 236 (Withdrawn): The method of claim 180, wherein said small molecule 
Pharmaceutical is added to a series of different solvents ranging in polarity from extremely polar to 
non-polar. 

Chum 237 (Withdrawn): The method of claim 180, wherein mixed solvents arc used to 
chaiuic the thermodynamic activity of one of the solvents independent of temperature. 

Claim 238 (Withdrawn): Thomethodof claim 180, whereinoneormoresamplcsdifTcr from 
one or more other samples with respect to the amount or conccntmlion of one or more of an acid. 

Claim 239 (Withdrawn): The method of claim 238, wherein said one or more of an acid are 
tlio.se thai form succinate, chloride, malatc, or stcarare salts with a basic compound. 

Claim 240 (Withdrawn): The method of claim 238, wherein said acid arc those that form 
mnlcme. citrate, tartrate, or mesylate salts with a basic compound. 

Claim 241 (Withdrawn): The method of claim 238, wherein said acid arc those that form 
succinate, acetate, chloride or mesylate salts with a basic compound. 

Claim 242 (Withdrawn); The method of claim 238, wherein said acid are those that form 
chloride, mnlaie. maleatc, or mesylate salts with a basic compound. 

Claim 243 (Withdrawn): The method of claim 238, wherein said acid are those that form 
sucei.ir.le, slcaroie, citrate or tartrate salts with a basic compound. 
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Claim 244 (Wilhdrawn): lite melhod of claim 238, wherein said acid arc Ihosc that form 
acetate, succinate, mesylate or stearalc sails with a basic compound. 

Claim 245 (Withdrawn): The method of claim 238, wherein said acid are Ihosc that form 
hcnzeitcsiilfonaie, malatc, mesylate or succinate sails with a basic compound. 

Claim 246 (Previously Presented): The method of claim ISO, wherein one or more samples 
differ from one or more other samples with respect to the identity of one or more of a base. 

Claims 247-248 (Canceled). 

Claim 249 (Previously Presented): 'line method of claim 180, wherein said components 
comprise an additive that affects polymorphic form. 

Claims 250-257 (Canceled). 

Claim 258 (Previously Presented): The method of claim 1 99, wherein the physical properly 
screened is solubility. 

Claim 259 (Withdrawn): The method of claim 199, wherein the physical property screened is 
dissolution. 

C laim 260 (Withdrawn): The method of claim 1 99, wherein the physical property screened is 
compressibility. 

Claim 261 (Withdrawn): The method of claim 199, wherein the physical property screened is 
compnclibility. 
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Serial No, 09/756,092 

Claim 262 (Withdrawn): The method of claim 199, wherein the physical property screened is 
inciting pojnl. 

Claim 203 (Withdrawn): The method of claim 199, wherein the physical pi-opcrty screened is 
resistance to absorption of ambient moisture. 

Claim 264 (Withdrawn): The method of claim 199, wherein the physical property screened is 
bioavailability. 

Claim2G5 (Withdrawn): The method ofclaim 199, wherein the structural property screened 
is surface to volume ratio. 

Claim 266 (Withdrawn); The method orclaim 1 99, wherein the structural property screened 
is degree of agglomeration. 

Claim 267 (Withdrawn): The method ofclaim 199, wherein the structural property screened 
is porosity. 

Claim 268 (Withdrawn): The method ofclaim 1 99, wherein the structural property screened 
is particle size. 

Claii n 269 (Withdrawn): The method ofclaim 199, wherein the structural property screened 
Ls particle size distribution. 

Claim 270 (Withdrawn): The method ofclaim 1 99, wherein the chemical property screened 
is chemical stnbilily. 
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Claim 271 (Withdrawn): The method of claim 199, wherein the structural property screened 
is resistance to chemical reactions induced by heat. 

Claim 272 (Withdrawn): The method of claim 199, wherein the structural property screened 
is resistance to chemical reactions induced by ultraviolet light. 

Claim 273 (Withdrawn): The method of claim 1 99, wherein the structural property screened 
is resistance to chemical reactions induced by moisture. 

Claim 274 (Withdrawn); The method of claim 199, wherein tl ie structural properly screened 
is resistance to chemical reactions between components. 

Claim 275 (Withdrawn): The method of claim 199, wherein the structural property screened 
is resistance to chemical reactions induced by oxygen. 

Claim 276 (Currently Amended): The method of claim 1 80, wherein the processed samples 
arc analyzed by-machiiw^ision teelwolo^j^ 

Claim 277 (Withdrawn): The method of claim 180, wherein tho processed samples are 
analyzed by video-optical microscopy. 

Claim 278 (Withdrawn): The method of claim 180, wherein the processed samples arc 
analyzed by imago analysis. 

Claim 279 (Withdrawn): The method of claim 189, wherein the processed samples arc 
analyzed by polarized light analysis. 
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Claim 280 (Withdrawn): The method of claim 180, wherein the processed samples are 
analyzed l>y near field scanning optical microscopy. 

Claim 281 (Withdrawn): The method of claim 180, wherein the processed samples arc 
analyzed by far Jlcld scanning optical microscopy. 

Claim 282 (Withdrawn): The method of claim 180, wherein the processed samples arc 
analyzed by atomic-force microscopy. 

Claim 283 (Withdrawn): The method of claim 180, wherein the processed samples arc 
analyzed by micro- thermal analysis. 

Claim 284 (Withdrawn): The method of claim 1 80, comprising analyzingthc crystalline salt 
form by infrared spectroscopy, 

Claim 285 (Wi ihdrawn): The method of claim 1 80, comprising analyzing the crystalline salt 
form by near infrared spectroscopy. 

Claim 286 (Previously Presented): The method of claim 180, comprising analyzing the 
crystalline salt form by Raman spectroscopy. 

Claims 287-294 (Cnnccled). 

Claim 295 (Previously Presented): The method of claim 180, wherein said crystalline .sail 
form is a solvate. 

Claim 296 (Withdrawn): 'Hie method of claim 180, wherein said crystalline salt form is a 
desolvatcd .solvate, 
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Claim 297 (Withdrawn): The method of claim ] 80, wherein said crystalline salt form is, a 
clathrate. 



Claim 298 (Withdrawn): The method of claim 180, wherein said crystalline salt form is an 
inclusion. 



Claim 299 (Previously Presented): The method of claim 1 80, wherein said system comprises 
a sample incubation and sample detection module. 

Claim 300 (Previously Presented): The method of claim 1 80, wherein data collected is used 
to identify occurrence of conditions that define occurrence domains that will give rise to a specific 
crystal form. 



Claim 301 (Canceled). 



Claim 302 (Currently Amended): A method of identifying crystalline sails of a small 
molecule pharmaceutical using a system comprising a series of integrated modules, or workstations, 
comprising: 

(a) preparing and identifying an array of at least 96 samples in tubes and support plates or 
in sample well plales using an automated dispensing apparatus directed by a work list 
generated by formulation software, said work list allowing a file to be used as a process 
command ™ihcr than discrete programmed steps, and dispensing components into sample 
tubes or sample wells with a sample generation module, wherein each sample contains less 
than about 1 00 milligrams of said small molecule pharmaceutical, one or more of a solvent, 
and each sample differs with respect to at least one of: 

(i) the amount or concentration of the small molecule pharmaceutical; 

(ii) an amount, concentration or identity of said one or more of a solvent; or 

(iii) an amount, concentration or identity of one or more of an acid or base; 

(b) sealing said samples; 
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(c) processing said samples comprising evaporating solvent from said samples wherein at 
least one of the processed samples comprises a crystalline salt form of the small molecule 
pharmaceutical; 

(d) analyzing the processed array of samples comprising detecting crystalline solid 
formation in said samples using visual analysis, measuring a properly for each crystalline 
solid and using the results of said measuring to group similar crystalline salt polymorphs, 
hydrates and solvates that belong to the same crystal fjunily-tisiflg-iHfoffnaties. 

Claim 303 (Currently Amended): A method of identifying crystalline salts of a small 
molecule pharmaceutical using a system comprising a series of integrated modules, or workstations, 
comprising: 

(a) preparing and identifying an array of at least 96 samples in lubes and support plates or 
in sample well plates using an automated dispensing apparatus directed by a work list 
generated by formulation software, said work list allowing a Hie to be used as a process 
command rather than discrete programmed steps, and dispensing components into sample 
tubes or sample wells with a sample generation module, wherein each sample contains less 
than about 100 milligrams of said small molecule pharmaceutical, and each sample differs 
with respect to at least one of: 

(i) the amount or concentration of the small molecule pharmaceutical; 

(ii) an identity of one or more of a solvent, acid or base; or 

(iii) an amount or concentration of one or more of a solvent, acid or base; 

(b) sealing said samples; 

(c) processing said samples comprising adding an antisolvcntto said samples wherein at 
least one of the processed samples comprises a crystalline salt form of the small molecule 
pharmaceutical; 

(d) analyzing the processed array of samples comprising delecting crystalline solid 
formation in said samples using visual analysis, measuring a property for each crystalline 
solid and using the results of said measuring to group similar crystalline salt polymorphs, 
hydrates and solvates that belong to the same crystal family^sing4>^rm<*ies. 
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Claim 304 (Currently Amended): A method of identifying crystalline salts of a .small 
molecule pharmaceutical comprising: 

(a) preparing and identifying an array of at least 96 samples in tubes and support plates or 
iu sample well plates using an automated dispensing apparatus directed by a work list 
generated by formulation software, said work list allowing a file to be used as a process 
command rnlhcr than discrete programmed steps, and dispensing: i) said small molecule 
pharmaceutical; a sail forming component; and additional components into sample tubes or 
sample wells wilh a sample generation module, wherein said array comprises at least 1 group 
of at least 24 samples, each sample contains less than about 100 milligrams of said small 
molecule pharmaceutical, and each sample differs with respect to at least one of: 

(i) Ihc amount or concentration of the small molecxile pharmaceutical; 

(ii) an identity of one or more of a solvent, acid or base; or 

(iii) an amount or concentration of one or more of a solvent, acid or base; 

(b) sealing said samples; 

(c) processing said samples comprising heating said samples in a sample incubation 
module to a temperature (Tl ), analyzing said samples for the presence of undissolved solids 
using visual analysis, cooling said samples to a final temperature (T2), wherein at least one of 
the processed samples comprises a crystalline salt form of the small molecule 
pharmaceutical; and 

(d) analyzing the processed array of samples comprising detecting crystalline solid 
formation in said samples using visual analysis, measuring a property for each crystalline 
solid and using (he results of said measuring to group similar crystalline salt polymorphs, 
hydrates and solvates that belong to the same crystal family^mg-infommM^s. 

Claim 305 (New): The method according to claim ISO, wherein said small molecule 
pharmaceutical is celocoxih (4-[5^(4-melhyIphenyl)-3- (trifluoromelhyl)-lH^pymzoUI-yl] 
bcnwncsiilfonnn tide; 4-( 1 , 1 , 1 - trifluoromethyl- 5-(4-melhylpheny 1) pyrazol- 1 -yl> 
bcnzcuesul fonamide). 
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Claim 306 (New): The method according to claim 180, wherein said small molecule 
pharmaceutical is cclccoxib (4-[5-(4-methylphenyl)-3~ (trmwoxomcthyl>HI-pyfazol-l-yl] 
bcivzeiK'siil fonainide; 4-( 1 , 1 , 1 -trifluoromclhyl- 5-(4-mcthy Iphcnyl) pyrazol- 1 -yl)- 
tanzenosiilfonamide); said array of at least 96 samples is prepared in glass tubes; said support plates 
or sample well plates is are healing/cooling blocks; said samples arc grouped using Rnman 
spectroscopy; said samples are analyzed using Raman spectroscopy; 

Claim 307 (New): The method according to claim 180, wherein said samples are grouped 
using Raman spectroscopy and said samples are analyzed using Raman spectroscopy. 

Claim 30S (New): The method according lo claim 305, wherein said small molecule 
pharmaceutical is grouped using Raman spectroscopy and said samples are analyzed using Raman 
speclroscopy. 

Claim 309 (New): The method according to claim 180, wherein said small molecule 
pharmaceutical is cclccoxib (4-[5-(4-mcthylphenyl>3- (lrinuoromclhyl>lII-pyray.ol-l-yll 
beil/encsulfonamide; 4-(l,l,l-trinuoromclhyl- 5-(4-mclhylphcnyl) pyra/oU-yl)- 
benzcncsul Ibnamide, which has not evaded crystallization and is a known compound; said tubes are 
glass vials; said support plates or sample well plates arc heating/cooling blocks said automated 
dispensing apparatus is n Tccan Genesis with septum piercing capability; said formulation software 
is Matlnb software; said analysis is Raman spectroscopy; said array number is at least 96 samples and 
wherein zero stibarrays arc contained within said array; said solvent, for all samples, is sodium 
hydroxide (NaOl I); said sample difference is the amount of water between samples; said samples arc 
grouped using Raman spectroscopy; said samples arc grouped into samples containing a single 
polymorph; said samples arc processed by cooling; said samples contain less than 100 ug; said 
sample volume is 1 00 said species of components, if present, is a polymorphic form and sodium 
chloride (NaCl) in an aqueous solution as the additive; solubility is the physical property screened; 
particle size is the structural property screened; and the species of crystalline salt form is solvate. 
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Claim 310 (New); The niclhod according to claim 302, wherein said small molecule 
ph.umneeulic.al is culocoxib (4-[5-(4-methylphenyl)-3- (trifluoromcthyl)-lH-pyra/ol-l-yl] 
benzencstilfonamide; 4-(l,l,l-(vinnoromcthyl- 5-(4-mcthyIphenyl) pyrazol-I-yl> 
bcnzencsul fonaj i i ide). 

Claim 311 (New): The method according to claim 302, wherein said small molecule 
pharmaceutical is colecoxib (4-[5-(4-mcthylphenyl>3- (trifluoromethyl>1H-pyrazol-I-yl] 
heiramesulfowimide; 4-(l ,l,i-trifluorornelhyl- 5-(4-mclliylphenyl) pyrazol-l-yl)- 
bcn/L'uesiiUbnamide); said array of at least 96 samples is prepared in glass tubes; said support plates 
or sample well plules is arc healing/cooling blocks; said samples are grouped using Raman 
spectroscopy; said samples are analyzed using Raman spectroscopy. 

Claim 312 (New): r JTie method according to claim 302, wherein said samples are grouped 
using Raman spectroscopy and said samples are analyzed using Raman spectroscopy. 

Claim 313 (New): The method according to claim 310, wherein said small molecule 
pharmaceutical is grouped usitig Raman spectroscopy and said samples are analyzed using Raman 
spectroscopy. 

Claim 314 (New): The method according to claim 302, wherein said small molecule 
pharmaceutical is cclccoxib (4-[5-(4-mcthyl P henyl)-3- (lrifluoromethyl)-lH-pyrazol-l-ylJ 
bcn/oncsnlfonamidc; 4-(l,U-trilliioromelhyl- 5~(4-mcthyJphcnyl) pyra/.ol-l-yl)- 
benzenesulfoiKimidc, which has not evaded crystallization and is aknown compound; said tubes are 
glass vials; said support plates or sample well plates arc healing/cooling blocks said automated 
dispensing apparatus is a Tccan Genesis with septum piercing capability; said formulation software 
is Mailab software; said analysis is Raman spectroscopy; said array number is at least 96 samples and 
wherein zero subarrays arc contained within said array; said solvent, for all samples, is sodium 
hydroxide (NaOl I); said sample difference is the amount of water botween samples; said samples are 
grouped using Raman spectroscopy; said samples are grouped into samples containing a single 
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polymorph; said samples arc processed by cooling; said samples contain less than 100 jig; said 
sample volume is 1 00 pi; said species of components, if present, is a polymorphic form and sodium 
chkmde (NaCl) in an aqueous solution as Ihc additive; solubility is the physical property screened; 
particle size is the structural property screened; and the species of crystalline salt form is solvate. 

Claim 315 (New): The method according to claim 303, wherein said small molecule 
pharmaceutical is celccoxib (4-[5-(4~methylphcnyl>3- (trifluorome(hyl>lll-pyra7ol-l-ylj 
bei iifcnesul Ibnamidc; 4-(l , 1 , 1 -trifluoromelhy 1- 5-(4-methy lphcny 1) pyrazol- 1 -y l)- 
bc nzcncsu I fonam i do) . 

Claim 316 (New): The mdhod according to claim 303, wherein said small molecule 
phnmiaccul ical is celccoxib (4-[5-(4-methylphenyl>3- (Irilluoromcthy \yi I l-pyrazol-l -yl] 
beir/cnesul (bnamidc; 4-(l ,! , I -Lrifluoromcthyl- 5-(4-methylphcnyl) pyrazol- 1-y l)- 
bcnzeLiesul fotiamidc); said array of at least 96 samples is prepared in glass tubes; said support plates 
or sample well plates is are heating/cooling blocks; said samples arc grouped using Raman 
spectroscopy; said samples are analyzed using Raman spectroscopy; 

Claim 317 (New): The method according to claim 303, wherein said samples are grouped 
using Raman spectroscopy and said samples arc analyzed using Raman spectroscopy. 

Claim 318 (New): The method according to claim 315, wherein said small molecule 
pharmaceutical is grouped using Raman spectroscopy and said samples arc analyzed using Raman 
spectroscopy. 

Claim 319 (New): The method according to claim 303, wherein said small molecule 
pluirmacculical is celccoxib (445-(4-mcthylphenyl>3- (lrilTuoromethyl>l H-pyrazol-1 yl] 
ben wncsulfonamidc; 4-( 1 , 1 , 1 -tri nuoromcthy I- 5^(4-mcthy]phenyl) pyrazol- 1 -yl)- 
bunTcncsulfonamidc, which has not evaded crystallization and is a known compound; said tubes arc 
glass vials; said support plates or sample well plates are healing/cooling blocks said automated 

J.YITI\T200XC HP rCAre'iportSi! wpp.doi/DNIVsl 
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dispensing apparatus is a Tccau Genesis with septum piercing capability; said formulation software 
is Mallnb software; said analysis is Raman spectroscopy; said army number is at least 96 samples and 
wherein zero subnrrays are contained within said array; said solvent, for all samples, is sodium 
hydroxide (NaOU); said sample difference is the amount of water between samples; said samples are 
grouped using Raman spectroscopy; said samples are grouped into samples containing a single 
polymorph; said samples arc processed by cooling; said samples contain less than 100 pg; said 
sample volume is 100 pi; said species orcomponcnts, ifprcscnt, is a polymorphic form and sodium 
chloride (NaCl) in an aqueous solution as the additive; solubility is the physical property screened; 
particle size is the structural property screened; and the species of crystalline salt form is solvate. 

Claim 320 (New): The method according to claim 304, wherein said small molecule 
pharmaceutical is cdecoxib (4-[5-(4-melhylphcnyl>3- (trinuoiomethyl)-lH-pyrazol-l-yl] 
benzcncsiiironamidc-; 4-(!,l,l-trifluoromcthyl~ 5-(4-mcthylphenyl) pyrazol-1-yl> 
benwncsul fonamidc). 

Claim 321 (New): The method according to claim 304, wherein said small molecule 
pharmaceutical is eclecoxib (4-[5-(4-methylphenyl>3- (trifluoTomethy!>lII-pyrazoM-yi] 
bcnzencsulfonnmide; 4-(l,l,Mrifluoromelhyl- S-(4-meihylphcnyl) pyrazoI-1-yl)- 
ben wncsulfonamidc); said array of at least 96 samples is prepared in glass tubes; said support plates 
or sample well plates is are heating/cooling blocks; said samples are grouped using Raman 
spectroscopy; said samples arc analyzed using Raman spectroscopy; 

Claim 322 (New): The method according to claim 304, wherein said samples are grouped 
using Raman spectroscopy and said samples are analyzed using Raman spectroscopy. 

Claim 323 (New): The method according lo claim 320, wherein said small molecule 
pharmaceutical is grouped using Raman spectroscopy and said samples are analyzed using Raman 
spectroscopy. 
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Claim 324 (Now): The method according to claim 304, wherein said small molecule 
pharmaceutical is cclccoxib <4-L5-(4-mcthylphcnyl)-3- (triniioromclhyl)-lll-pyrazol-l-yl] 
beJizcncsullbnamide; 4-(l.l,l-trif]uoromcthyl^ 5-(4-mcthyl phenyl) pyrazol-l-yl)- 
bcnzcncsulfonamido, which has not evaded crystallization and is a known compound; said tubes arc 
glass vials; said support plates or sample well plates arc healing/cooling blocks said automated 
dispensing apparatus is a Tccan Genesis with septum piercing capability; said formulation software 
is Mailab software; said analysis is Raman spectroscopy; said array number is at least 96 samples and 
wherein zero subarrays aro contained within said array; said solvent, for all samples, is sodium 
hydroxide (NaOl I); said sample difference is the amount of water between samples; said samples arc 
grouped using Raman spectroscopy; said samples are grouped into samples containing a single 
polymorph; said samples are processed by cooling; said samples contain less than 100 pg; said 
sample volume is 1 00 pi; said species of components, if present, is a polymorphic form and sodium 
chloride (NaCJ) in an aqueous solution as (he additive; solubility is the physical properly screened; 
particle si'/e is the structural property screened; and the species of crystalline salt form is solvate. 
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